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4- (3-^nn-4- (^n/ntW7W^) T%S7*.J*i/) -7- 

[0001] It, 4- (3-^t3d-4- (V^n^ntVVT^y^/V^— ^) T^/^y^) -7 

[0002] #fF^cmi^^ife^368^fS^$tbTV^, 4-(3-^n-4-(v-yn:A3fcVKr5: 

T^/^/^) -7-^h=¥v--6-=ar7y >-^//V^^5:K (S'J^S : 4-[3- 
(N ' -*/9xrf o WWK) 7i/^ V]-7-^ r-^v^7 y ^-6-^/V#=¥ 

. 4-(3-^nn-4-(^n:/i3tVVT5/#/l^— /V) T^/^/^i/) 

[0003] #W^Cmi : S^M0O2/ / 32872^N°^l/^h 

#fP^Cfife2 : S^Bim2004/080462^N o ^W^h 

##fF:£$U : 95th Annual Meeting Proceedings, AACR (American Ass 
ociation for Cancer Research), Volume 45, Page 1070-1071,2004 

[0004] *mW(DSm^ B^n R p^b-C<7)^rffl^4^ ^ S5v^4-(3-^^a-4-(^a7 P C2tVV 
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[0005] ±ib g tb*m$L~tz>t~&> ^ *mw r* 

< 1 > 4-(3-^nn-4-(^o^nt°/W75y^^) T^S7^;*c*s)-7-*Y 

< 4 > 4- (3-^nn-4- (^a/ot°/V7^*;^/V) T5:77 j^vO -7—/-Y 

< 5 > 4-(3-^ao-4- {-y^xxzfxi t°;V7^*M*^) T^Z^o:/^^) 

:^;y^-^/y^#/V/^lKK<D^>^/^^ 

< 7> 4-(3-^on-4-(v'^o7 P citVV'T^7^/^^/W) T^y^^/^rV) -7-^h 

< 8 > 4-(3-^no-4-(^o7 ,> C2fcVWT^7^/^^V) T%r7^J^/)-7-^ 

<9> A-{3-^^-A-{^^ri\i 0 ;VT^J^;V^;V)T^y^/^)-7-^Y 
^^-^/y^/V/K^lKKO^ 

<10> ^tJ^X^IUJt^V^, HI^S(2 0 ±0. 2° )9. 65° ^018. 37 
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< 11 > 1 *cmti&ti&S.& v &X' < ?hMZ3S^X. it^-7Y1folS2. 4ppnK ^12 
8. Oppm, ^1102. 3ppm:fcJ;TJ». 9ppm^t°— t^tt, <4>|S<feO^( 
A); 

< ii-i > lz cmi£mmn&m^?hMc3o\,^x, \t^yv^iQ2. 4p P m^t° 

< n-2> l3 cmpmm%mi^^hM^^x^ it&^hmw. oppm^t 0 

—?*miTZ>, <4>|E^^^(A) ; 

<ll-3> 13 cmi^mmn,^!k^^hM^m^X^t^yhmi02. 3ppm&;it: 0 
— fZftTZ, <4>mm<D%iMi(A) ; 

< 1 1-4 > 13 Cm^mm%^^^bMZ.^ ^-C ^#v^H&9. 9p P m^t°- 

<4>fB^^f B (A) ; 
<12> ^^•m.^^VMZ.m^X, ^^Cll61±lcm" 1 *3j;U ? 1044±lcni~ 1 ^ 
i)tSit-^^t5, <4>|B^O^(A); 

<12-1> mfi\-W.I&s^<?bMz£>\,^X, ^#Cll61±lcm _1 tc:n^IlXt 6 — ^Wi- 
5, <4>|ESO^^b(A); 

< 12-2> ftt\-W.&*^?hM£m^X. ^|&1044± lcm~ 1 ^^JtXfc 0 ^$^**t■ 
5, <4>|Em^^(A); 

<13> »*Xili^{ujoV>-r, 0^^(26+0. 2° )5. 72° *5£m3. 84 
° \z.m$r¥— <4>SE^<£>*£tH(B); 

<14> #^^JR^^h/V{-*5V^, ^#[1068±lcm" 1 5o t ttl ? 918±lcm~ 1 ^ 
BRJRtr— ^Sr^Tt"5. <4>IB«(Z)^b 3 b (B); 

< 14-1 > #^J|X*^K'M-:i3VN-C. ^#C1068± lcm _1 ^®J{Xt 0 -^^-r 
5, <4>IE4feO^(B); 

<14-2> mW-Wi%LX<<?bMZ.*o\,^X, ^918±lcm" 1 ^®JiRf— ^Sr^-TS 
„ <4>fB*W>*&il(B); 

<15> *&5fexaiHl^f{^V>-C, mffift&(2d ±0. 2° )14. 20° *3.fctm. 59 

° ^m^ffc 0 — r&m-rz. <4>ie^^b%(c); 

< 16 > 13 C@#^a^.*R&^^^{-*3V^, ft^S^HftieO. 2ppm. &)12 
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6. 6ppm, $J105. 6ppm$3£Xflfi7. 8ppm^t°— ?&j€lrZ>, <4>fBtt<^^a^( 
O; 

<16-1> 13 cmifcmM^»MX^?hMZ.&\,^X^b^7hmi60. 2ppm^fc° 
—f&m-rZ. <4>IE*©j|$S(C) ; 

< 16-2> 13 cm^mmm.^M^^hM^^^X, fb3H"7hm26. 6ppm^fc° 

<4>|B«c<0^(C); 
<16-3> ia cmi^mf&&&X^*hMZ&^X,fc¥i^7h$3105. 6ppmiclfc 0 
— <4>fE«W>*ti&(C); 

< 16-4 > 13 c@^W^c#qi^^h/v^^oV>r, ^b^7M&7. SppmCk- 

?%m-rz>. <4>iam^s(c) ; 

<17> ^M^^lvH^V^T, ^#[1324±lcm~ 1 *5 < };T^579±lcm" 1 ^ 
ttt-^lt5, <4>|Btt©Hf*(C); 

<17-1> ^^JR^^lvM^V^C. »«fcl324±lcm -1 lJ:»JlXfcr— ^Sr^i" 
3, <4>|B«©«&&(C); 

<17-2> #^lR^^h/Vt-*3V>T, »579±lcm _1 ^Mt°— ^^-T^ 
, <4>|B*<D<ga(C); 

<18> «&^X^[Hj^f^V>T. 0^S(2 0 ±0. 2° )8. 02° £>«fcm8. 14 
° {Cim^ft°— ^SrW-TS. <5>tS^O^(F); 

<19> |&*Xi[Hl$Tt$3V^, [U$f^^(2 9 ±0. 2° )9. 36° 33^12. 40 
° iclHl^ffcr— ^SrW^-S, <7>|B«<D^ H B a (I) ; 

<20> ^^^Jt^^lvW^V^ ^#:l750±lcm" 1 ^TJ ? 1224±lcm" 1 ^ 

<7>fa«<7)^ H (l) ; 

< 20-1 > ^M^^h/M-^T, }&#:1750± lcm _1 ^^lt2fc°— ^Sr^Tt" 
5, <7>|B<fe<D^(l); 

<20-2> ^IRlD^^IvWCiSVv'C, ft#1224±lcm -1 fc:!RlRlf~*S:^ri- 
5, <7>fE#©*Si&(I); 

<21> »5|ae»ia*fl!:*3V^. HI^S(2e ±0. 2° )15. 70° ^^17. 18 
° ^m^ff-^^i-^s <8>iE«S©J$S(a); 
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<22> #^@£l|X;*^WMC:}oV>-C, Sc^Cl320± lcm" 1 *5j;tJ ? 997±lcm" 1 ^ 
KJRtT— ^*r#i"S, <8>aB«©»*(o); 

<22-l> mft®LtiLX<^?hMz3o\,^Xs ^l320±lcm" 1 (^:®Hzt ,, — ^Sr^Ti" 
5> <8>fE*W>ISS(a); 

<22-2> #^&l|X*-"^M'te::J3l v "C\ ^^c997±lcm _1 ^^l|Xfc 0 — 
, <8>e*©tt*(o); 

<23> ^^feXaiUiff^V^, |H$r£|£(2 0 ±0. 2° )6. 48° *5<tTJ?9. 58° 

^mifrfc 0 -^^-^ <8>fE#0>*§»SI(/3) ; 

<24> #^S^l|XX^h/HC*DV^T, iftjfcl281±lcm~\fc£tJ<985±lcm~ 1 fc: 
KJRtr— ^Sr^rfS, < 8 > §aft<Z>&iH ( £ ) ; 

<24-l> ^M^^h/W^l^T, &#1281±lcm~ 1 K:!RJKfc p — 9&ttT 
5. <8>lE^<£>££(H(/3) ; 

<24-2> ^M^^h/W^Vv-C »&985±lcm~^!RJRlf— ^Sr^t"* 
. <8>fE*tf>*NI(/3); 

< 25 > 4-(3-^nt3-4- i*s9xr?xi\*A,7%sliM&—A'') 7%r7^S*?*S) -7-7* 

h^-6-^/y>-#/i^=¥iKK. HI^^^M^jl^U 

- t%¥rWtt1rZ>, 4- (3-^np-4- (^n^atVWT^/^/^^/V) T^/^/^r 

v-) -7-^^-6-^/y :/#/V^lKR *?>X/V*>mi&(DmMi (A) <D^3g*" 

*fe; 

<25-l> /K ^*y-^£fcfcJ:2-:/nyNV— /ve&5<25> IE 

< 26 > 4- (3-^tm-4- (i^n^n tVl/7$/*;^/V) T^y^/^v-) -7-* 

Z.b&¥fWtt~r%. 4-(3-^dd-4-(^ti^ p titVVT^y^7/W^/V) rxs?^;* 
i/) -7-^h^v--6-=ar/y ^^^*«©i| B (A) ©JSag*' 

2fco 

<26-l > 4-(3^aci-4-(^ci7 P citVVT5:/^/V^/P)T?7^^y^>)-7 
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< 26-2 > ntgMtWs — /msfctt^y — /v-cfcs < 26-i > fB*<©SKi;frifc 

< 27 > 4-(3-^nn-4-(v'^n7 0 ntVVT5:y^^#— M T5/7aiy^riX)-7-^ 

< 28 > 4- (3-^130-4- (V^o^ntVVT^y^/^^V) T^y^y^f ^)-7-y 
^^tr^-rSvl^^m^i-S, 4-(3-^nn-4- (^n/nW^M^ 

&m&irZ>Z.b&WWLk-fZ>. 4-(3-?nn-4-(^n:/nfc7VT$y#/l^=/^) TS 

y7^y^v)-7-^h=¥i/-6-^yy>'^/^^r^?K &>*jW&&&<d&& (c) 

< 29-1 > #HEawy— /k ^^y — /^7c:«2-^ p n/^y— /v-efe6 < 29 > fEm 

< 30 > 4-(3-^ciC2-4-(v'^ci^ p cit:V^T$y^/^^/l') T^J7x.y^)-7-^ 

h^-e-^yy^/i^^riKK, g^^tfy^^/^^^-a-u 

rir^r^iri-S, 4-(3-^no-4-(i^n:/ntVvT$y#/^=/l-') T^y^y^r 

~» -7-y h^^-6-^y y ^j&a^wmkk ^y^^m^(D^ B (c) <owt^ 

< 30-1 > 4- (3-^a-4-(i^n^C2fc7VT5y#/l^~/H T5y7^y^i/)-7 

-yh^-6-^yy^#/i^^iKK g^fcsJ: tfe^^vi^^Srft^u 
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< 30-2 > m&W£2-Zfv/<S— /V-CfcS < 30-1 > mm<DW:T&fr%k ; 

< 31 > 4-(3-^na-4-(^ci7 P nl:VV'T^/^^^V) T^77o:y^i/)-7-^ 

h^-6-^/y>-#/i^^iKK tf^s^ym^ik (b) £Mi-5-££r4#i!t 

4-(3-^nu-4-(^n:7 p nfc7l'T^/#/V#— /V) T5/^^/^r V)-7-yh 

3r y ^/vtf^iKK ^^/mj^^oM (c) ossjit;^ ; 

< 32 > 4-(3-^ar2-4-(^n^ B cit:Vl'T^y^/V#— M T5/7^/^ix)-7-^ 
ZLb*Wfkt-rZ>, 4-(3-^cici-4-(i/^ti7 P ntVVT5/^/^-/^) T^/^/df 

iy) -7-^ h^>-6-*yy >#/i^driKK *?i/x/^>mM<D7k%uVo<Di&gk (f) 

(Digits ; 

< 32-1 > 4-(3-^oc-4- (v-^n:/i3fcV^T5y#/^;^) T^/^/^rvO -7 

< 32-2 > ^mm^mm^/^tci-imm^yy^^x^ < 32-1 > ib«<^m 

< 33 > 4-(3-^na-4-(v'^a7 B citVkT5:y^7/V^^/V) T5/7aiy=3f"»-7-^ 

^££*H§fc£-r5, 4-(3-^nn-4-(^n7 P ntWT5:y^^/l-) T^;7^S*r 
*✓) -7-^ b=arv--6-^yy ^/V^if^K ^^/i^^m^g^^^fll (I 

< 33-1 > 4-(3-^an-4- {^n^nM^VT^/^/V^^/V) T^/^ai/^v') -7 

<33-2> fl^^i-^n/V— /k /V^fcf*tert-^^y— /VT-fc5 

< 33-1 >ia«0^it^fe; 

< 34> 4-(3-^ocr-4-(iX^C27 p citVVT$/^/^^/V-) T^/7ai/^)-7-^ 
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is) -7-^b^-6-^-yV ^yv^df IKK ^5^*A* Vg^^JI ( a ) <dW& 

< 34-1 > mMtf^T-sW^^yy-elbZ < 34 > la^O^it^jfe ; 

< 35 > 4-(3-^a-4-(^P^nfc7^T^/#A#=A) T$S7^S*H/)-7-* 

^-TSCl^^^^-r^, 4-(3-^nn-4-(i^n^nfcVKT^/#A#-A) 
7^/drv')-7-^h^S/-6-dr/!;>'^/^=3ri?-5:K ^>;*A*>@^0*£iII ( £ ) 

< 35-1 > /K 3^/— A'**: tt2-^n^ V— < 27 > fgft 

< 36 > 4-(3-^nn-4- ( ^o^n brAT5/# AjK—A) T%/7^y^i/) -7-* 

Z.b&¥fWt.b-rZ>, 4-(3-yna-4-(^yn^ p ntVVT5:/^A^A)T^/> r iny^ 
i/) -7-j*Hf ^-6-dfVy A#=*rlKK A^VSttftOlSa ( 0 ) 0>5«i 

< 36-1 > 4-(3-^cici-4-(v'yci7 P nt 0 AT5y^7A^^A) TK/y^/^t/)—! 

-^h^v-6-3vy>-#A3tf3riKF\ Sifci^^My^S^L, 

< 36-2 > ft^jffijftS:**/— A*fcf*2-:7WV~ A"e&5< 36-1 >%SM<D9H 

<37> < 1 > — < 24-2 > v vf tb*»llB«6©Jj$SSr^Wi-5EI!litafiK'» ; 
<38> <l>-<24-2>v>-f*b36»lSE«©3j$S«r^#-f5. Jkff4PlSfffl 

<39> <1> — <24-2>V^^lSB«Ojg^^*-rSJfiLW^Pl.^J; 

<4o> < i > — < 24-2 > v ^;h^iiB«©aga^*^5$iAe^J ; 

<4i > *mm. *fci^ ikib*. jfe. 

<42> < l > — < 24-2 > v ^ftfriUML(D%i&*^^1rZ>toM mtb&ffl ; 
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<43> <1>— <24-2>V>i as ^lfE«^^^^ri-50^WJ^J; 

< 44 > < 1 > — < 24-2 > V >T tlfrlffi&(Df&Mi^ttZffi&fa<g%i£M%i 

mm-, 

<45> < 1>~ <24-2>V^ tlfalfZifc<Dlfe£k%^ir%mfcffi&mm&#i 

mm-, 

<46> < i>~ <24-2>\^tifriuwu<Difc&^mtt&fc&^&femm; 
<47> j^m^mm^nmmm^ y^.-- ^mia®^ nm^tcnmm^ 
m^mx-hz < 46 > mmv&m&mBmmm ; 

<48> < 1 > - < 24-2 > V vf fr^l fBm^^fB £^^5T^— At£Mii£ 

<49 > < i >-< 24-2 > v ^-r^mm^^mm^m^A^m^i^ 
<5o> ^mmKm^m^mw^mm^Mir^m^t^mmm^m^tc^ 

(D<1> — <24-2>V^^ i llB^<D^^ffi; 

< 51 > < 1 > ~ < 24-2 > V N-f tbjo^l fa«^»^^^*i-§c-Kit=¥^--if PI* 
<52> < 1 > — < 24-2 > V ^-r^^36^1|B^O^^ B ^•^^-r^c-Kit^T^— if £ri® 

mmmrfz, ^t^m^mc-Kit^-^^^^^m^^mm ; 
*ds, ^t4#Mttfiife?fi, mmmm^skm, ^mmm^s. gist, to®*, #f 

< 54 > c-Kit^^— £>5V ^^MMc-Kit^— if £3i§9i-r 
S-ffia* % &1£#ff <£ 6 M % /jNj»BliaiW«*fcf4GISTT?*)5 < 52 > la^^fei^J ; 
<55> JS#*>b®tOttlbfc*»IJ!adSc-Kit^— if3rigP.l3S3l.1-5, fcSv^g 
SMc-Kit*-*— - ^3Smt"5wt*flfelRUfe«J!:S-^i-5ii:S^»i:i-5. < 52 

> — < 54 > v ^~ftbfrimi&<Dtti&m ; 
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<56> <l>~<24-2>\t^tii>*l1£M<Ol&&fr£ti1rZ>. J3EMBJJ&!ffi. 
<57> <1>~ <24-2>^-mf)^lfdM(D^<DmM^±^&^ c-Kit=* 

< 58 > c-Kit^r^— ezmmm^tirz x ^.tzn^mmc-mt^- if &3§3H-3 

3SS/^ ^#MttSifiL#!, /JMTOJIfclB, GIST, m*Jtt^ IP 

<59> c-Kit^-i?£a©Pmm-t-£, *fc^^MMc-Kit^-if^^.-fS 

<60> *<z>f&sR^&-e*>o-c, 

< 51 >|B*©cHKit^-^Pl*^J©ISia#W^i*^K^#^S^-i-SX 

< 6i > mmm^m. Tw^-i/cwiofes^^ot^ < 51 >mm<vc 
< 62 > <5i>mm.(Dc-Kit^-i—^mmm<^mM^±m^}M^ c-mt^t- 

, c-Kit^— ^«i4S:PW-t-5^fe; 

<63> c-Kit***—- V&i®ffl&&1-Z>. ^tt^MMc-Kit^— if SASH'S 

mK M^'wm^&sk.m. mmmm^&skm, ^mmm^ gist, m 
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<66> mm^m, Tu;^—&tcn^<Dmmffl<Dm&(Dtctb(D, <si>ie 

ba)) [z^^xmtitc^m^u skmm^m^mz^c-Kit^-i—^mMt 

[0007] [®i]iui}i % \?—y;vjt\zmttmmmmi&m^^x^ fj>v#*-v-xp<Dm&w 
ym&<DW& (a) £&^-utmi^\ Nf^^ifiL^iisoii^^-riiiT^^o 

—y&m-rmxh&o 
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Lm9jm9{i. mMm7x^htitc^/^^^v<D^>^^mM<DW^ (c) <d 

(f) <Dffi3omm$t'<*-^zm'rmx$>z>o 
WKDifeMi (i) <D^^x^tm^^^-^*i-ia-efe5o 

[E! 12]® 121*, ^^JllT*#^nfc^/W#:^^K<D^^^/V^^^^^ B ( a 

[EH3]mi3{i, MMmi2xnhnfc^^^^<D^^^^mM(D^n ( # 
) <Dffi3Qm®ffi/<?—^%3c-tmxhz> 0 

mumi4te, mmm5xnhntc^/^^^V(D^^^iymm.(D^ (a) 
[®i5]igi5te, mmm7xmhntc^^^^(D^^^^m^(Dm^ (c> 

[g|16]|E|16{i, mMM5Xnbfltc^^^^(D^^/V^mM(D^ (A) 

[Hii7]|gii7{*, ^^ye^btu/c^/v^^Ko^^/^^^^^B (b) 
<Dfcftw.ux-<?wi>'&mirmx&z> 0 

(Dmw-m.&x^h/i'&mirmxhZo 

im 19]® 1 9te, MMW lOX^hfht^;v^^Y<o^^/v^>mM<D^m^ 

m<om^ (i) ^#^^4x^^w^^-ria-cfc5o 

[@2o]iii20te. mmmiixmhfvtc^/^^^(D=^^^^m^<D^e ( a 

[®21]®21ta % ^»J12^#btLfc^^=¥i?-5:K<03i^v^/^>'^^>^^ ( 13 
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[0008] ^r^. *&w<D\Hmz.^^xmmiz.m.m-r% 0 

[0009] &mWlzmZ>, 4-(3-^an-4-(i/^i3^cit:VVT5:7^/V^/V)T^y7^ydrv' 
[0011] ft*5, #/l^3MKKk}:> mmtefflM02/32872^-/^7U>yhKfZm.<Djjm<Dte 

[0012] ^0j{^?>, ^/^^^<Dm<Dmmamkvx^ wm^m^ 

[0013] ^ts^ m^yMm^x\^n^>m^m2 e ) «±o. 2 0 (Dmmftxmm^^ 

tl5o 

[0014] *BJ*ffl#(C*5V^. riUJff^S(2e ±0. 2° )9. 65° 3o£tFl8. 37° ^HJjfft" 
-^^ri-^J^fis T|eJ^^(2 0)9. 45° —9. 85° *5iT^18. 17° —18. 57 
° ^0^ft o -^W-r-5j^V^^ic5feU r|U^S(2 0 ±0. 2° )5. 72° & 
iT^13. 84° \Z.m$X^— f^-fZyltfe, TIhI^^(2 0)5. 52° -5. 92° *3«£ 

m3. 64° —14.04° (cm^ft 0 — ^mir^it^^t^M^u mffingt&e 

±0.2° )14. 20° *3it;i7. 59° ^HJ^ft"-^^^^ rm^^(2 0 ) 
14.00° —14.40° joJ;r/17. 39° -17.79° K[E]#rfc 0 — f&m-tZl&^t 
£tc9feU r[lI^^(2 0±O. 2° )8. 02° *5it^l8. 14° ^Hl^ffc 0 — ^Wi" 
3j£f3:> rm^S(2 0)7. 82° -8. 22° *S,fctm. 94° -18. 34° WUifff 
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-*&#i-Sj£V^£fc&Sc!*U mVrftm(2 9±0.2° )9. 36° ^12.40 
° iZ.m$TK°— ^^-rSjrm^^(2 0)9. 16° -9.56° i3it;i2. 20° -1 
2. 60° iclHlJflf— ^Sr^rT5j4:V^^fcSr«!*U. rm^^(2 0 ±0. 2° )15. 7 
0" &£Tfi7. 18 U iz\E\ffit°— ?&mirz>}tfe. rm$rftg.(2 6)15. 50° -15. 
90° *5«tU?16. 98° -17. 38° t£|fil#rfc 0 ~^^1-5j£V^££lc*U r®ifr 
ftm(2 6 ±0. 2° )6. 48° 58° JcHfJftr— ^Sr*f «J fctt, r@#r*i£ 

(2 0)6. 28° —6. 68° 3o£T$9. 38° -9. 78° ^[eJlfffc 0 — 9^1rZ>\b\^b 

[0015] ^WjHllSrtJliSl^C, r^^>:7h$J162. 4ppmtfc°- ?&1l1r%}bfe, mi£<DW 

Icgfcu r^^v^h^ji02. 3ppm^t 0 -^^t-sj^^. rift^oa!l^#i--c 13 

CIl^MR^^M'aiJJtSrfTVV ^^>-^M02. 3ppm^^®W{-IWI^fc 0 — ^ 

^-r5j-i:^#*u Rb^v-7h^j9. 9 P pm^t°— ?zm-rz>}tn. mig<DW\ 

[ooi6] *w*b#I!:*3v^t, rik^i/^bmieo. 2ppm{cfc°— ?&&1-z>ibte. rmft&ffl 

mmt£¥—?&mir%iz.b&mt&u ^^yhmi2e. 6p P m^t o -^£^ri-5j£ 

pmfclSSCWfcl^fcfcr— *&Wt-3Jwfc£«5lcU r^b^7h^l05. 6 P pm^fc° 

—?&i€irz>ibn. mm<Dm7£gzmzx 13 cmftNMRx^?h^m7£&n^\ it 
7. 8p P m^f- ?&ft-rz>}kte, m^(Dm^w^x 13 cmi^NMR^^h^m 

[0017] jfcmmmiz&^x. r^ii6i±icm _1 {c^iDit 0 — f&^-fZibte. mwcueo 
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- 1 1 62cm -1 fc&Jfctf— *&^Tf-3 J £V ^b&MVkU r«Cl044 ± 1cm" 1 KWi 
fZm-rZltte, r^i043- 1045cm" 1 HHRJRtf— *«r^Tf5 J 

L0018] ^KJNBS^*5V^, r^l068±lcm _1 ^^HKt°— ^^-T^J^fi, r^l067 
- 1069cm" 1 l^lR^— ^fc^S J £V ^££it5feU rjfejgc918 ± lcm" 1 ^Ifr 
tr— ^SrW"t-5Ji:tt. r^917— 919cm" 1 KmU*?— }b\t^Z.b&M#z 

[0019] *^*B#tJl*5V^-C, r^l324±lcm" 1 ^Mt°-^Wi-5j^tt, r$£|gcl323 
- 1 325cm" 1 Kl« j £V ^5-^^lC^b, T^579 ± 1cm" 1 

[0020] *W*B#lei*5V^'r, r^l750±lcm" 1 ^^l|Xt o — Jr&m-rZibtZ. r^l749 
-1751cm _1 ^lUit°— ^Sr^fi-5j^V^^Sr^*U r^l224±lcm -1 ^^ 
®.\?—?*m-tZ>lbU, r^i223-1225cm _1 ^^lt5lt 0 — 9&1t+Z>\b\>5Z± 

[0021] *|IJ*MHC|3VvC % r^l320±lcm" 1 ^Mt°-^Wi-^ji:«, rjgjfcl319 
- 1 32 1cm" 1 tcKHXtr— J £V ^&8tfgt!*U I"$r|fc997 ± 1cm" 1 fc&Jfc 

[0022] ^MjNB#tC*5V^, r^l281±lcm" 1 fC^lKt 0 — ?%mirz>}bte, r^l280 
- 1 282cm" 1 td^JlXfcr — ?&miTZ> J £V ^£«:jg:!*U I" jg£$c985 ± lcm" 1 KlRJfc 
K°—?&^-fZ>]bfe. m%L984— 986cm" 1 ^C®H!^t 0 -^^W-rSJ^V^9r^^* 

[0023] [-^M5t^?fe] 

[0024] 1 . Jftll^^.M: ^.?kaKBMft<PteJfc<0«3fr^ttt 
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o 

[0025] 2. D-K^^/^vii»ife^7>.ttaiti&^(Di fe«a<ofl»^^Tfe 
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Dmum>tb>m&%.x»<D&%i^ io&-2mmxft?z.t&x%z> 0 

L0026] 3. ^^;V^mM(D^ a (K)(Dm^m 

*^mi&<D$bgk (a) &mik'fzzt&x£z 0 
. m^<u*?;—^xtbz> 0 

mmmtmm\m^fi^^, #f£ixf»«oio-3(Hg*, £W£l<\*2o 
mox;—8ox:x&z> 0 

j)mumfrbm&$ix<Dfe%}\^ imm-24mmxn^t^x^, &~£v<te3m 
mfrbi2&fmx&z> 0 
mm) 

ztx\ ^>^/^>mm<Dmm (a) &wm~tz>-b&x%z> 0 

x\ *#^;v^m.M.<D&&{A)*m&-rz>^b&x%z> 0 nmmtthKt* 
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L<f*l. 4^*— 2. 2^*fflV^ 0 

*b<«2iu^^(tT^p^o ^<^-a\ ^mzM^^mm^xx^'m § tetrad 

te5(yc-e&5„ 
frb2mmxfoz>o 

[0027] 4. ^^/^^ ^<D^^(B)(D^^fe 

^-r^^^t?. *?>-x/i'*>mt&<D%££h (b) £®iig-r3^^-e#3o 

[0028] 5. ^y^y ^ip^.g. (O 

(M&2) 
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mm) 

- t-c, ^y^y|I(D^^ (C) &§Si£-r6^^-e#3 0 

mm) 
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IX tel. 8^*— 2. 2^4fflV^ 0 
20^*fflVv5 o 

^^;v^>m.(D^^ (B) £r;M1-5-i:^ ^^/i^^oM (C) SrSJit 

[0029] 6. ^^/^>i^^(D^^^^/V^^^K ^^(7)^^(7)M^^-fe 
IXttl. 2^*— 3. 5^*fflV^ 0 



WO 2005/063713 



21 



PCT/JP2004/019223 



*L<te20^w-ara;tSo -tf>t§^\ ^m^nx.^^i*3j;u ? 2[Hi g 

mmA<D®mttkL,Xte, 1:1— l:5-caMK »*b<ttl:4-e*>5o 

*p|^ia^^i5 < c#j£*-e<D#^^, io#— 6i$ra-eff3£fc#-ei\ #mxte 

lNP^d^2NF^-e*>5o 

[0030] 7. ^^^7fr>>1iim<D7k*atol<D&& (F) (Di^^fe 
IX tel. 3^*— 1. 6^*fflV>5o 
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[0031] 8. ^lsW7frl^m<Dmffinto<Di&M,(I)<Dm&lTm 

ft»^R<Z)*tt*SF^^:ft!llS$^^*v^^^ #*L<f4£©<£>5— 20fgF:S, £«9£mXte8 

0*b<{*2lHl{C^{tT*Px.^ o ;i<Z>#^\ ^J(Hl^An^^443«tt^2IeI g KMX. 
5«Httt*©iPKJtiU-Cris 1:1— l:5-C*>?J,»*b<r±l:3. 5T'fcS 0 

d^2^raT^ 0 

[0032] 9. ^*^;vk7ft>B&jfe<p^.r H ( a ) jgf:fr& 
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1. 5B#ra-efc5o 
[0033] i o. ^#^x;vfri/mm<?>m& ( r ) <DW&*m 

mm) 

}il/6!V^ 0 
(®l$fc2) 
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*IXJ*1. 2M§AfflV^ 0 
< fc*2-?^ V— /l/^fc5o 

30fgP*fflV>5 o *fc> ftiggfrS-fi^ *fc«2-4lHll^lfC*P^5r^-t?#, # 

*u<tt2H»^t"r*n^.So £<z>4&£\ iniu^px.^^**5it^2iHi g \zMtlz> 

f&mM<D3&mittL,X^ 1:1— 1:5-C*>9,#*b< 1*1:1. 5— l:2-e*>5 0 
l/20ffll^ o 

[0034] 1 1 . ^^/^>^(D^^^/^/^dr'> Kai^^^ H B B (DM^^fe 
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JR*<O^Witi:bTtt, 1:1— 3:rC*>?K 0*L<te3: 2^fc5„ 

d^2^F^-e*>So 

[0035] *mw<Di&&&mMbL,xtiim*rz>m&. *mw<Df&&kmmtmimM£ 

_blE^n^J^b-C«, -AfcfcB^KitefflS*^ W^J, ^^J, hhrsk 

, y/vt->— /V. ^tVtV, ate^VTV, ^^HJ^ JfeS-fe/vci— ^KM*^- 
;Pd-^ x T^T=^> h^tf^k v^s^ fcKci^^nfcV^^/V-fe 
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-*m, e!p p p \mM~rz>z.b&ff*s£inx\, ^h<n&mfz>^t&x%, 
±mmmm^mtvx^ ==*t^ ^y^m. fft> ^y^m. &&tm^ 
&mifz>^t&x%, 

jifBewsua^m, mr*. y^^. &mm~ mmm.. ^^mm^^mmm 
*m-fz>z.tftx%, 

±MPsmmtVXn. *?-A"<9'0'* ^nfcVw^-^ ^ao^-;> 

zmfzz.ttfx%z> 0 
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±.mmmti,xi-i, mm. mm. mum. ^-f^n, ^v-fn. w-^n 

, RA3J©J:5*SPffl;*l*ak IMWRk IRtHWRk ^-^m £HS3k £**!k £ 

±»ttit#jr4, ±faaaip*i©5t>, #^fwb#k agflMUibau m 

[0037] ^mm^m^n. tjLwm*kmmmbL,xmit>xmmx*3b*). skwmmm^m^ 

&m&mBfem#k T^v-j*mhmmtmt&mmt^x^mxibz> 0 
[0038] *mft<Dfe&%mmmn\vuxm^w&. mmtx^x. m^tmrnm. ft 

[0039] 3&V >c-Kit^^— H?MFEH4*:**U c-Kit=¥^— H<Dfe 

Mastocytosis, 7W^-, lft^^©^m^^Sf&JK3l^b-Ct>WS6-tf*>«o 
MM 
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[0040] wri-, *mft<omM*Wiz&Btt%tz.mz.mMm*w?%*K *mm&^ti 

[0041] W&M 1 ■ 4-(3-^PP-4- (v^P^PfcVVTS /jjjl^^j V) TS 737^ S^ris) -7-* 

@lihk^02/32872^^;71^M£!BS<E>, ^—/W N-(4-(6-^7/W^ 
^-7-p<h^iX-4-^yy/V)^- d rv'-2-^nn^^/V)^;/W/^— h(17. 5 g> 37. 
7mmol)£rN, N-^^/V^^T^K(350mL) t^#?U £at#ffl£lTKTKJ£ 
^^i/^n^dtVV-T^Ce. 53mL x 94. 25mmol) ^Ox., ^iB.-?— BfeflH$Ufco S 
JSWc**(l. 75L) ^APtU «#bfc 0 VfMVtc®&£k&ffi.®.\sX, *mk, 70V,X 
505>l«l«:«U^o #e>^c3^^^^/— /K300mL)SrJP*., 3Kl30^re*nf^3S 

it&bfc^L «3l$fc*IU $^>{-70 < C-e8NF^^bT, ^|B^(12. 91g, 80. 2 
%)£#fc„ 

[0042] 4-(3-^P P -4-(^P^PbVVT$ /^Zk^Zk) /^m7^»-7-* 

fc^>-6-^P /Uy^;^»-»$K(D^ ( 2) 
[0043] (l)~7x.~;V N-(2-^cici-4-fcKci^-i/^3i^/W)^;— /V— h<^^iig 
[0044] Dfbi] 



[0045] 4-T5:/-3-^t2a7ai/— M23.7g)^rN, N-^^/^/^AT^KdOOmL)^^^ 
U 7K^Tt o y^^(23.4mL)^Px:fc^, 20^TT^nn=«7:n~M23.2mL)Sr?j£ 
Tbfco ^mKrC3O#WI8l#0>«. 7K(400mL) x @1^^/H300mL\ 
6N-HCl(48mL)^P^#0#, #«JB*:#*Ufco M£«£:10%Jt:&*(200mL) 
-C2Hli5fc8KD^ a^^^A-e^bfeo 
#>46g£@ffc£bT#fc„ 

1 H-NMR*"<^M'(CDC1 ) 6 (ppm) :5. 12(lh, br s), 6. 75(1H, dd, J=9. 

3 

2, 2. 8Hz), 6. 92 (1H, d, J = 2. 8Hz), 7. 18-7. 28 (4H, m), 7. 37-7. 43 ( 
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[0046] 
[0047] 



[0048] 



[0049] 



[0050] 



2H, m), 7. 94 (1H, br s) 

Wb23 

?' H H 



7^.=-;V N-(2-^na-4-tKci^iy7^/k)^;— /V- r-£, N, N-^^/V* 
/l^T5K(100mOfc*8$¥U 7k?^Tv'^ci^ p trtVVT^X22.7mL)^Px: > ^iSlCT 
H&RSH^Ufco 7K(400mL). @^^M300mL\ 6N-HCl(55mL)^n^LT*#<7)^, 
#»®Sr^Bibfco WmS«rl0%^7K(200inL)T*2[Hl^<D^ > flESH^*^* 

4£)22.8g£#fc 0 (4-7^y-3-^nn73:y- A^£><£>lW77%) 
'H-NMR^^h/VCCDCl ) 8 (ppm) :0. 72-0. 77(2H, m), 0. 87-0. 95(2 

3 

H, m), 2. 60-2. 65(1H, m), 4. 89(1H, br s), 5. 60(1H, br s), 6. 71(1 
H, dd, J=8. 8, 2. 8Hz), 6. 88 (1H, d, J=2. 8Hz), 7. 24-7. 30 (1H, br s) 
, 7. 90 (1H, d, J = 8. 8Hz) 

(3)4-(3-^nn-4-(iX^n^ntVVT^y^/V#— /V)T5/7^/^i/)-7-^^v- 

i^^/l^/l^=^v'K(20mL) 7-^h^-4-^nn^/y>-6-;M^>lKK( 
0.983g) „ l-(2-^^a-4-fcKndr>'^ , ; n^/V)-3-^i3^ P C2tV^WT (1.13g) 

Tj ? ^^-fe^^A(2.7i g )^px.. iox:\zx2znwMW&t&\Jt 0 Rfe&&&mz.m 

0X^88%) 

«tigffiW3. 4-(3-^Pn-4-(^p-7 P PbVVT$ /^Zk^Zk) T$ /7x>^) -7-* 
^>-6-^r7'; v^/^^Hr$K(D^(3) 

5.00kg, 21.13molh i^^/V^/V*^K(55.05kgX l-(2-^nn-4-fcRo^v-;7^ 
=/V)-3-i/^n7°citVV^^T (5.75kg, 25.35mol) *5J;^U pAt-^Mf-VK ( 
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2.85kg, 25.35mol)£lH#Ci8!ALfco 20 , CT?30#»#U 2. 5^^ 

*^t-c?assr65 < c*-e±#^rco mu^xnmmmwvtm. 33%(v/v)r-fc 

b^7K(5.0L)43J;t^7K(10.0L)^3. 5B#P^7WT?iS5TU^o i&T^TiL 60^2^ 
mWlW^ 33% (v/v) Ti^* (20.0L) ^tFTk (40.0L) %55Tl£l±.X~immfa 

T^&U 33%(v/v)Tirh>7K(33.3L), 7K(66.7L)*3j;tfT-feh^(50.0L)TjlM^: 
^^a?rgfe#bfCo #e>tvfc^^ B ^-^/V^idE^;^^fflV^-C. 60€-C22Pf F^ 
EtfftU ^IB^^^)7.78kg^#fc„ (4X^96.3%) 
[0051] ±mm&\l— 3T*#t>ttfc4-(3-^nn-4-(v'^n7 P C2tVVT5y^7/W^ 

ffitt, V^tl*aBR^HI»02/32872^V7WyhKl|B(ft©^ 4-(3-^nn-4-( 

[0052] mmmi. 4-(.^pp-4-(^p^pb>7 ; /^zkfezk) t$ s?^/**/) -7-* 

4-(3-^nr2-4-(^nynt: 0 /l'T^/^/^— ;v)T%;z7x.;3ri/)-7-*V*ci/- 
6-=¥/y ^/V^^^K (854mg,2.0mmol) (17mL) \ZMM^XmW\^ 

, ^?ai00 t C<D?ffi^fflV>TaS^T, 2NM^(l.lmL,2.2mmol)SrSJS^{^Tbfc 

fctl-eti^L, gftS^ftPtfc. H^i-^/-/K8.6mL)^P^Lfe#, 
IfeSSr^ffitU /K4.3mLx2)T*gfe^U £ttJi^ftft*(1.5l#W)«, 70 

XXZTmmMM (23B#fcl) U &gfB*£i§i (786.1mg,85%) 

'H-NMR^^h/W (DMSOd ) 5 (ppm) :0. 30-0. 50 (2H, m) , 0. 60-0. 7 

6 

0(2H, m), 2. 56 (1H, m), 4. 06 (3H, s), 6. 86 (1H, d, J = 6. 4Hz), 7. 29- 
7. 35 (2H, m), 7. 60 (1H, d, J = 2. 8Hz), 7. 64 (1H, s), 7. 88 (1H, s), 7. 9 
5(1H, s), 8. 07(1H, s), 8. 34(1H, d, J=9. 2Hz), 8. 70(1H, s), 8. 91(1 
H, d, J=6. 4Hz) 

[0053] mmM2. 4- f 3-^PP-4-(V^n^nt;V^T$y jjA^^/V) T$ /V*. -7-* 
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6-^-/]}^/^^^ (500mg, 1 . 17mmol) /KlOmL) ^H?l$^rT*# 

U ^taiOO < CO?ft^ffiV^3li5ftT. lN^7K^7K^(1.3mL,1.3mniol)^S 

^1SU ^/-/K2.5mLx2)-e^L, ^±T*ii^^(15^^)m. 100*0 
Ti&JRffcgfe (22I#ISI) U ^IE^hI (483.7mg,81%) %ntc 0 

'H-NMia^^h/V (DMSO-d ) 5 (ppm) :0. 40-0. 50 (2H, m), 0. 60-0. 7 

6 

0(2H, m), 2. 58(1H, m), 4. 09(3H, s), 6. 8S(1H, d, J=6. 4Hz), 7. 26( 
1H, d, J=2. 8Hz), 7. 33(1H, dd, J = 2. 8, 9. 2Hz), 7. 59(1H, s), 7. 62( 
1H, d, J=2. 8Hz), 7. 90(1H, s), 7. 96(1H, s), 8. 06(1H, s), 8. 36(1H, 
d,J = 9. 2Hz), 8. 72(1H, s), 8. 93(1H, d, J = 6. 4Hz) 
[0054] life 4-(3-^pp-4-(^p^/V7S /^Zk^Zk) Z±^3 ~7-* 

4-(3-^nn-4-(^n^atVWT^y^/V^— /^)T577^/^iy)-7-^h=3riX- 
6-dr/y ^/V7K^f-3:K(150mg,0.351mmmol){^, Slt^WM^i/K 
(l.SmU^it^p-WV^^/^^^^— 7KfP^l(80mg,0.422mmol)^n^fCo — -S.^ 

#bfc„ ffifflUfcil£il&*8tUi:8L 60 , C-e|£j!*b, ^IB^f H (177mg) £#fc 0 
'H-NMR^^^WV (400MHz, DMSO-d ) 5 (ppm) :0. 39 (2H, m), 0. 63(2 

6 

H, m), 2. 24(3H, s), 2. 54(1H, m), 4. 04(3H, s), 6. 88(1H, d, J = 6. 4H 
z), 7. 05(1H, s), 7. 07(1H, s), 7. 2l(lH, d, J = 2. 8Hz), 7. 31(1H, dd, J 
= 2. 6, 9. 3Hz), 7. 41 (1H, s), 7. 43(1H, s), 7. 59(lH, d, J = 2. 8Hz), 7 
. 86 (1H, s), 7. 92(1H, s), 8. 02(1H, s), 8. 32 (1H, d, J = 9. 6Hz), 8. 68 
(1H, s), 8. 91 (1H, d, J=6. 4Hz) 
[0055] mmm4. 4-(3-^PP-4-^^P:/PfcVVT$7:ft/V3K~/M 7*r7z*J**A-7-* 
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6-=^yy^/V^i^5:K(150mg,0.351mmmol)(Cl, ^M.TT^^/V^/Vtf^v'K 
(1.5mU*5±t«WK(23M L,0.422mmol)^P^fcio —MM&kf£itz.&. tCI^ H H B^ 

fc#. 60*CT?$fc*iU ^IE^^(174mg)?r#fCo 

'H-NMRX^^h/V' (400MHz, DMSO-d ) 8 (ppm) :0. 39 (2H, m), 0. 63(2 

6 

H, m), 2. 46 (2H, d, J=l. 2Hz), 2. 52 (1H, m), 4. 04 (3H, s), 6. 88 (1H, 
d,J = 5. 8Hz), 7. 21 (1H, s), 7. 31 (1H, d, J=8. 2Hz), 7. 56 (1H, s), 7. 5 
9(1H, s), 7. 86(1H, s), 7. 93 (1H, s), 8. 02(lH, s), 8. 33(1H, d, J = 8. 
2Hz), 8. 68 (1H, s), 8. 91 (1H, d, J=5. 8Hz) 
[0056] mmm5. 4-(3-^PP-4-(^P^Pfc>7> /^ZkfeZk) T$ j2^J^A -7-* 

4-(3-^nn-4-(^n^atVVT^y^/V^/V)T$y^^y^v-)-7-^h^>- 
6-^r/y ^/I'tf^lKKttOOmg, 1 .64mmol)£^/— /Hl4mL)*5 «t Xfi**l'Wtes 
mU3fiL,1.97mmoD(Dm^m^70X:X-mm^t^o 4-(3-^nn-4-(^P^ 

4- (3-^dd-4- (i/^d^otrvvr^y^/^— ;v) T^/y^/^y) -7-*Y*r*/- 

6-^/y^#A^lKK(600mgJ.41mmol)3:. g^^(6mL)*5j;TJ ? P<^^/V*^^ 
(200^ L,3.08mmol)(Dm^^^50 < C-e^$ii:fco 4-(3-^dd-4-(^p/p 

*Wm\^td& > M7.2mL)*5 J;rf4- (3-^tm-4- (^o^ntV^T?/^^ 
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fc 0 mhtltc^a^eO^X^mU mm&& (545mg)£#fc 0 
[0057] mmm6. 4-(3-*vx3-4-(^?u7'vt°/l'T*;jJ/U7$=.fr) T*;-7*.;*^)-7-* 

^h(I) (250mg)?r30 , t:T-3NFr^. 40t:-ei6^^ii®^U, ^fEil&Ji (240mg) £r#fc 

o 

[0058] mi&m7. 4-(3-^PP-4-(^P^PbVV-T$/^^-^/V)T $/^/^^-7-^ 

mmi) 

/V^/^^i/K?P^<D^^(600mg,1.15mmol)^, @^^n-^^/Hl2mL)^q^L, 

nmk. ^ie^^h (503m g ) zntz. 0 

^^JlOT-#^^fc4-(3-^nn-4-(^n^ntV^T57^^^/V)T^y^a: 

fa(I)(1.28g)(C3i^7— /H6.4mL)^Px., 40^X^0^, |imM-T?S/£?££:36B# 
mffiiWlstio tirMlstcftiMi&MWllstc^ 50 < CT?|fcfllU ^IE^^(0.87g)^#fc o 
(®t*fe3) 

4-(3-^nn-4- (^D^ntVl/75y*M=;H T^/^m/^) -7-^h^fv^- 
6-^/y^/^^-^^K(2.00g,4.69nimol)^g^^(14mL)^^>'^/^>'^ 

(0.37mL,5.62mmol)<^*g^^#n;t, 40 < C-e2gfi?£i$rfc o ^SriffefSUh^ 

/K9mL)*3<tU ? 4-(3-^nn-4-(v'^n^nl:VPT^y^/^^l- 
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(iomD^3o^^t-c?iTbyt> mm^yy^^mmr^. Rmmzi.^mm 

fE^(2.22g)?r#fCo 

^^/^V^(0.408ml,6.3mmol)^P^., ^UXmWVXmM^tc^, SJ£f&&#? 
U&30THZ.Xl}Uf&L, /K7.7ml)$r^PbfCo 4-(3-^no-4-(v'^n 

^^^/^^^CO®^f B (C)^PX., H^2-7 B u/-?/— /^l.28ml-f ol4[l]fc: 

X5&mmwu ^b^m(D^M^tc7kmKX25^mmwvt^m7.ex:) 0 # 

„ ^y-7H6.4ml)^T^a^TlNF^«#bfc 0 
— /H4ml)tvl-C^b, ^|S^ B e a (1068mg)$r#fCo 

[0059] ^^18. 4-(3-^PP-4-(jy^p-7°n^T$ yft/Wrf^ /M T5 7-7^^^-1-9- 

mmi) 

6- =3r/y ^/^dri^5:K(700mg, 1 .640mmol) mU.XZ?y^;V^;V^i/Y(lmL)$: 
Mx.. 80X:xmM&"&tCo 60 < C-C^^>'^/V*:>'^(143m L,1.97mmol). g^^/P 
(1.4mL)*3j;U 5 4-(3-^nn-4-(v'^n^titVVT5/*;^^ /l^T^/^/^rv-)- 

7- ;*^>^^/y v#/w^ikk ^>^^mM<Dm^^ B (a) &HJ«f- 
15^. K^^i^r^3?i^tT^ia*-eML, i^S-ei8B#p^#Uho #f tout 

J^fB^Slbfc^. 60*C-T?^b. ^fB^B 3 H(746mg)Sr#r % c 0 
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mm) 

6-^yy^#/V^lKK(854mg,2mmol)f^ m^X^^/^^^^>H6.SmL)^:M 
/M6.8mL)£30#7WT}&TLfc„ 2-/n/V-;WiT«ITi, SJ&f&^BtF^ 

fr-cis^-e^u [^?as-e30^#b^ o w m^tdfe^mm^tzM, w°cx 

^IE^ H e B (1095mg) Sr#fCo 

mm) 

6-^/y>#/V^1^K(854mg,2mnunol){^ ^m"C^^-/W^/V'* ! 3f-VK(6.8mL)t: 
jfol*.. 62 < C-e^$-*^ 0 |^t@JfW^>-^/^^(454ML,7mmol)*3j;T^4-(3-^ 

DD-4- (V^o^dtVVT^y^/V^— /w) r^y^^/^e/) -7-^h^iy-6-=¥/y >- 

— Ml3.6mL)&mmfrtfXffiTULo /U©»fTI*T«. S/&$t£r2B# 

t-C^lL, (1082mg) £#fc 0 

[0060] llffi 4-Q-»pp-^-(^p-Ai^7S Z£Zkfe2k) T$ /7x/^» -7-* 

4-(3-^nn-4-(^n^ p nt:V^T5:7^7^#=/V-) 7?y7x/^-v') -7-^h^i/- 
6-^yy>-^/V^^^5K(150mg,0.351mmol)^ % g^^(1.5mL)*3<J:W^^>'^^ 
(31 ju L,0.422mmol)(Dm-a'^^50 < C-e^$^c o gg^Uct, ftfift^ 

T5y^^/^)-7-^^^-6-^yy^/^=¥^K *trs*A>fr 
Tbfc„ ^^/ko^t*^t^, ^J&f££r50 c c-e30#^#u #;vv-e^m-e7.5 
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It. 

[0061] ^1ife#illQ. 4-(3-*vu-4-(i/*V'7vi\f/l>7S./i!A'&~Jl') T$7 ^/:fr'»-7- 

6-^yy>-*/^=ar^5K(2.00g,4.69mniol)^, @^^(14mL)*5j:W^^/^^^ 
(0.36mL,5.62mmol)0^^^^40 c CT^^$-B:/Co »#&*RUfc3K I-*?** 

v-)-7-7«h=3rv'-6-^/y^/V#^^^K *?>'X/Vftl'WtfM<Offl&£k (C)(100mg) 

40#8B$bfc o *fmbfcjj$SS:*Sib, ^!ES£ifl(2.61g)£T#fCo 
[0062] ^^^/V^^^^<D 1 H-NMR(D^^V^Hit{*^T^>^*5^"??feSo 

1 H-NMR^^h/V(DMSO-d ) 5 (ppm) :0. 44 (2H, m), 0. 67 (2H, m), 2. 

6 

36(3H, s), 2. 59(1H, m), 4. 09(3H, s), 6. 95(1H, d, J = 7Hz), 7. 25(1H 
, d, J = 2Hz), 7. 36(1H, dd,J=3, 9Hz), 7. 63(1H, d, J=3Hz), 7. 65(1H 
, s), 7. 88(1H, br s), 7. 95(1H, br s), 8. 06(1H, s), 8. 37(1H, d, J = 9 
Hz), 8. 73(1H, s), 8. 97(1H, d, J=7Hz) 
[0063] 1 1 . 4- (3-*gg-4- (^P^Pt:> 7; /^zk^zk) T$ 7:7^ -7- 

mmi) 

4- (3-^do-4- (^a^n^T^^M^V) T^/^/^rv') -7-^h^i/- 
6-dr/y>-^/V^1?-5K(150mg,0.351mmol)^, ^l7Ci/^/K*/V^^K(1.5mL) 
*3J;^^^/W^^^(34ju L,O.422mmol)^P^L^0$^:fc o 60^-^ KfSlfcteBfc 
gft^/Kl.5mL)S:1.5l^ra*^-CffiTU Bfclfe^/^WT«:teTLT30#«i&& 

60 < C-C|£^U, 3g3a&iH (176mg) £r#/c„ 

mm) 

4 _ (3-^an-4- (^^cUf /VT^/^/VsK— /V) T^^y^i/) -7-^MriX- 
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6-^ryy>-^/^^1^5:K(2.00g,4.685mmol)^, gafx^y- /K40mL):fc<J;TJ^* 
>-^U^m(459n L,5.622mmol)^P^., 65X:X^M^tc 0 RfcWtZ. 22t<D?S 

,^IE^iII(1.55g)£#fc 0 
[0064] WtoM 12. 4-(3-^pp-4-(->^p^p1^/VT5 Z^Zk^Zk) T$ ^Zs/ic^) ~7~ 

(KSsl) 

^afeWll"C»feh/fc4-(3-^nn 4-(^n/ofc>75/^/^^) T</~^ 

„ *§6&*StUfc&. 60 < C-C$£*iU «IBife^(89mg)«r#fco 
GRife2) 

^/V^^(34/iL,0.422mmol)%*P^., 60^$gfi?£i§T7to 7K(0.225mL\ 2-:/t^V 
— M2mLX H«!J 1 2(D GKfeD Xnhthtc4-(3-?vv-4- (^nyafcVWT^ 
T^/^/^) -7-^ h^r v—6-=¥yy ^/V-sJ^ IKK a^^X/V*^ 

mu (i39m g ) £r#7to 

[0065] 3fetttfltll3. 4-(3-^PP-4-(^P7 P Pfc:VWT$/^/l-7K ^/V) T$ 7:7^73^) -7- 

Mi 

4-(3-^nn-4-(^ti7 B Pt 0 /VT5y^/V^^/V) 75J°7^J***S) -7-* H**>- 
^/V7^^ri^^K(400mg,0.937mmmol) llit^f-/W*^>K(4mL) 
?r*Px., eo'CT^^^iirfCo 3^V*AtfCMK92 /* L,1.124mmol\ gfclfcn^vw 
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(2AmL)&£XfmnWl2<D mm) ^#b^fc4-(3^tm-4-(^u:/nfcVVT^ 
^mm.<D^B ( 0 ) ^HJ^^f-ffi^P^L, 60^-C20#»l$Ubo 

[0066] 3i^^/V7jN^^<D ! H-NMR<D>fk#^h1itf*^T^>^*3t)-efe5o 

1 H-NMR7.^^h/^(DMSO-d ) 5 (ppm) :0. 43 (2H, m), 0. 66 (2H, m), 1. 

6 

05(3H, t, J = 7. 4Hz), 2. 38(2H, q, J = 7. 4Hz) , 2. 58(1H, m), 4. 08(3H 
, s), 6. 88(1H, s), 7. 24(1H, s), 7. 34(1H, d, J=9. OHz), 7. 60(1H, s), 
7. 61 (1H, s), 7. 88 (1H, s), 7. 94 (1H, s) , 8. 05 (1H, s), 8. 36 (1H, d, J 
= 9. OHz), 8. 72 (1H, s), 8. 92 (1H, s) 

[0067] mmm &am#m&%m 

A) (^j&#J5^#<b*tftt><D) „ #A^1^K©*v/Hfc!iW>l&iii (C) mMMTX* 

nhthtz.w) &£x$^?>w^mmuT. ^^mm ( 0 ) (^»yi2 

-C#btb^ct><D)<D^5i^Sr, 03te-rW;*^(J.H. Wood^J. Pharm. Soc. , 5 
4, 1068 (1955) «r#flg)t!l«t«9J^T^#m"CJBaSUfco fc*3, ^jl^tt^^ 

(|!JfjtexV^*fe<^{40 

:^14#CjEB ^K»*©-»»*fe (#§at*&2fc) ^K«Stufc»2« (pH 
6. 8, 500mL) 
?^:37 < C 

"tj^(D\b1&M& : 50rpm 
xV^^^ft'S^^i-^^^®^: 1cm 2 
i^-V^y>-^#:^JlmL 
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(HPLCO^^) 

#^A:Cadenza CD-18(4>^hW^^Ml^4. 6mm^7^100m 
m, ii m) 

$ftji:l. OmL/^ 

AW. H OrCH CNrHCIO = 990: 10: 1 (v/v/v) 

2 3 4 

B?f£ CH CN : H O : HCIO = 900 : 100 : 1 (v/v/v) 

3 2 4 

B$c<£>aS:20% 
&A*:100/xL 

tfctfj : #9M.%ltm.fc (S'J^S : 252nm) 
Mf>^/9— US. : 25^C 

OS*] 

[0068] [M 



( u g/»/cm z ) 




0.8 


J ^^^^ 


4.7 




8.7 


>->;u^(a) 


11.8 


>*>;HHfi(c) 


15.5 




18.5 



[0069] vvf 4x<o4fco3feS^*5V^-d>, mffift<Dlfe$hbik%il>Xt&Mi&&&*:%<±g-l, 

[0070] » g-^ *^fcrt&g«igi*BS«ft 
tff*fc] 
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o 

[0071] [^2] 













s*jfaK*SK£iai«n (T max ) 


(hr) 


1. 1 7±0. 4 


2. 67rb0. 7 


1. 67 ±0. 3 


S^ifa^+SS(c ma)C ) 


(ng/mL) 


53. 3±9. 9 


480. 4±:31. 4 


397. 1±100. 1 


24»|B«(DJfll**aK(C 2 4h r ) 


(ng/mL) 


24. 0±9. 0 


100. 5±81. 7 


17. 1 ±2. 5 


AUC 0 - 2 4hr 


(//g hr/mL) 


0. 6±0. O 


4. 8±0. 2 


3. 0±0. 4 


BA 


(%) 


9. 1 ±0. 4 


73. 5±2. 3 


46. 2:1:5. 9 



[0072] \t^tl<D&V>1&&KlS\t^Xi>. MMfc<Dl&&bltm^Xmi±!hm t Pmi&#i£X$B 

AdS^:#<±#Ufco 
[0073] aaftflte. %mi£ME&£l£m&g£i£^(i 
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i. m.mxm&0sflrmm:imm) 

a-l. 25<C. *i*jlM75% 
b-1. 25"C, ffl*HSffi93% 

a-2. -20^C(^Pfl) 

b-2. 25tu ^flgttdooo/v^-.fcfcur/^^-eji^x *M) 

c-2. 25^ 3tfi8lt (lOOO/V'^, ttBfl) 
d-2. 40*0, *B*Hfi&75% 

e-2. 60<C («M ;fc£U j^/W»£©Bl«fr4&<BlSi& (I) fCoV vCttfcrfjHC 
HftO 

3. HPLCfcJ:5^tt4fc*©aiJ£ife 

#»JIK:**3J;tJ«^y— /w©»jR(3:i)SriP^.-r*!Maift^0. lmg/ 

««^9ybLft, ) 

(D^mVoA (%) = (i^^M^©t-^Bi) X 100/ { CfrA'tf'aMKK© 
(HPLC«j£*#) 

#7A:Mightysil RF-18GP(BB*^m*Si#tt»;rtS4. 6mm^7A^15 
0mm, *fc^@3 m) 

OmL/^ 

A?g H O : CH CN : HCIO = 990 : 10 : 1 (v/v/v) 

2 3 4 
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BW CH CN:H OiHCIO =900: 100:1 (v/v/v) 

3 2 4 

[0074] [^3] 





Bj«a>»Jt(%) 


0 


5 


3 


20 


15 


20 


30 


100 


30.01 


5 


35 


5 



[0075] &AS:10/zL 

Hkm: m^%%m.fr (ay^StS : 252nm) 

619) tefEv\ wroais^-etfo/to 

^ffi^g:RINT-2000 (3S^TO*^*±SD 

^ey^n^— ^— : ft ftSrS^e/^n*— 
rf-^-y^-^- : ff£S!=f 

Wfl;iE:40kV 
Ifflt^fE : 200mA 
^■W^fcf— K:5° 
t£»&:20/0 
£^$518:2 0 =5° —40° 
3&ffc*!J5*:0. 5° 
tfcSL^Us'HO. 5° 
^Jt^Vyh'-O. 3mm 
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5. Tkfrsmmm 



[0076] [^4] 











0.7 


C 


a-1 


0.6 


c 


b-1 


0.7 


c 



[0077] m5] 



[0078] [^6] 





7K^fi 






0.7 


C 


a-1 


0.6 


C 


b-1 


0.7 


C 





; m m+u m vj va sb 






2.9 


i 


a-1 


0.6 


c 


b-1 


0.8 


c 



[0079] [^7] 





7k»#M 






1.7 




a-1 


1.7 




b-1 


1.4 


j8 



[0080] ^v-/Wm^^f B (A) . ^y;Vmm.(D^m (C) *J iU'xv'/Vil^^lB ( j3 ) KM 
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[0081] [^8] 



i 




(%)7kfl-#a(%) 






4.02 


0.3 


A 


a-2 


3.90 


0.0 


A 


b-2 


3.95 


0.0 


A 


c-2 


4.23 


0.1 


A 


d-2 


3.90 


0.2 


A 


e-2 


3.97 


0.2 


A 



[0082] [^9] 





J8*«8i« (%>*#«(%) 






2.11 


0.7 


c 


a-2 


2.10 


0.7 


c 


b-2 


2.09 


0.8 


c 


c-2 


2.22 


0.7 


c 


d-2 


2.06 


0.6 


c 


e-2 


2.18 


0.5 


c 



[0083] [^10] 







#g(%) 






0.62 


2.9 


I 


a-2 


0.67 


3.1 


I 


b-2 


0.66 


3.1 


I 


c-2 


0.87 


2.9 


I 


d-2 


0.61 


0.9 


c 


e-2 


0.84 


0.3 


B 



[0084] [^11] 
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«**MJBft(%> *##m(%) 






0.55 


1.7 




a-2 


0.48 


2.0 




U £- 


a ■ « 

U.HO 


2.5 


p 


c-2 


0.49 


2.1 


B 


d-2 


0.48 


2.0 


B 


e-2 


0.51 


2.2 


$ 



[0085] ^;vwtm.<om^ (a) , ^^wsftt£©3i$s (c) *5j:tf^v/ua»i[©*s* ( 3 ) km 

ffi#S&75%^#T^iM¥Urc^^ 

rasa 

Il}lIg^4iiHUM-lA(SfiiiS^) £ffiv vr, MTfc*5WC 
, JlR#C3%, 30%, 50%, 60%, 70%, 75%, 80%&>£U85%iZ.m&Vti o 

(o (Dm&mtm, (c) ^^^as^ay^axfco *a *jims 

5%-e^-c^->-/^^s§^ (c) Kfc&uto 

[0087] ftfftflns. £^kM&^2*±Zk£^k3>3^^ 
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Um^hv—?— : PCT-20 (afttft^ttS) 

mmUg. :30t, 40<C, 60"C. 80^, 120^. 140^, 180^C, 205<C. 
210 < C:i3<fctf ? 215 < t 

mm 

M(D^ a (C) ^(Dm&tfM&btlfco 

[0088] m^xmmmmm 

w&mu mtsML 2, 3, 4, 5, 6, 7, 9. 10, n^xxfi2xmhthtc^[^\^ 

T, mi4^JE 0 ^^^-^^&l-IB«$n^l*&^X^(HJiffSy^ife(B-614 
-619) H:f£V\ ^TcoaiJ^^-efTofdo 

Ggffl : RINT-2000 (S^«mi*5£#*±§!0 

tM:CuKai 

W*iE:40kV 
1ffli5ft :200mA 

^^^tT— K:5° X5>(Sliit^Jl-e#fetvfc^lll^(D^H e B, ^lfe^JlT*#btt 

titzJ*s;vm&(vm£fa®<»%i& (1) l-^v >r 2° 

le&mm-ze =5° —40° 
mm^y^Ho. 5 0 
m^y^h:o. 5° 

S:3fe^y^h:0. 3mm 

[0089] wmmu mmmu 2, 3, 4, 5. 6, 7, 9 % io, n*5«tu?i2-c#^fc#^Hi<D!^ 
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12— ^19^bfc 0 
[0090] [^12] 



WO 2005/063713 48 PCT/JP2004/019223 
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B.W: : CMX-300 (Chemagnetics) 

l»I:^!J(^WD^ty) (rtSP^Sprl. 56ppm) 
ffl!l^: 13 C(75. 497791MHz) 

/VW^^E— K:TOSSS0^ 
[0099] ^^j5*5itJ«7T*#^fc#^^(D 13 C@^NMR^^^h/V^ ; en ; etbiai4^ 

«fc 1 5l^U ffc^v^ b£^*t^*i/^20:}o J: tm2 1 K^Ufc. 
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